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V (b) determining level of 6-thioguanine in said 

subject having said immun§-mediated gastrointestinal disorder, 

^) wherein^?' level of 6-thioguanine less than a level *^ 

«eor responding t « o ^about 230 pmol per 8xl0 8 red blood cells 
./indicates a need to increase the amount of said drug subsequently 
rjQ<fl' administered to said subject and 

^ j 

^ wherein^?" level of 6-thioguanine greater than m a lyvyl 

« cull expanding t^ about 400 pmol per 8xl0 8 red blood cells 
indicates a need to decrease the amount of said drug subsequently 
administered to said subject. 

7. A method of reducing toxicity associated with 
treatment of an immune-mediated gastrointestinal disorder, 
comprising : 



0 



(a) administering a drug providing 6-thioguanine to a 
subject having said immune-mediated gastrointestinal disorder; 

(b) determining level of 6-thioguanine in said 
subject having said immune-mediated gastrointestinal disorder; 



and 



0 (c) determining / level of 6-methyl-mercaptopurine in 

said subject having said immune-mediated gastrointestinal 
disorder, 



9 
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wherein p level of 6-thioguanine greater than about 400 
^ pmol per 8x10 s red blood cells or'-af level of 

6-methyl-mercaptopurine greater than about 7000 pmol per 8xl0 8 
red blood cells indicates a need to decrease the amount of said 
drug subsequently administered to said sub j ect ^- thereby reducing -^ 
Loxic i±y-arssoe ia - ted with said drug tr e atmont of oa-i - d 



^tnmune m e diated gaotrointcotinal di3orde -r-. 



j^f^/^f! A method of optimizing therapeutic efficacy and 
reducing toxicity associated with treatment of an immune-mediated 
gastrointestinal disorder, comprising: 




(a) administering a drug providing 6-thioguanine to a 
subject having said immune-mediated gastrointestinal disorder; 

(b) determining j&f level of 6-thioguanine in said 

K 

subject having said immune-mediated gastrointestinal disorder; 
and 

^ (c) determining p level of 6-methyl-mercaptopurine in 

said subject having said immune-mediated gastrointestinal 
disorder, 

~ wherein £ level of 6-thioguanine less than about 230 

7 pmol per 8xl0 8 red blood cells indicates a need to increase the 
amount of said drug subsequently administered to said subject, 
- thereby increasing th e rap e utic efficacyy 
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V wherein & level of 6-thioguanine greater than about 400 

K 

pmol per 8xl0 8 red blood cells indicates a need to decrease the 
amount of said drug subsequently administered to said subject/*^ 
^ -MJibieby- -r educing toxicit y associated , with oaid drug treatment of-^ 
^ tfaid iiiuiiuau undiu L od gaotrointootinal di Borde r, and 

^ wherein level of 6-methyl-mercaptopurine greater than 

about 7000 pmol per 8xl0 8 red blood cells indicates a need to 
decrease the amount of said drug subsequently administered to \ 
said sub j ect^ Lh^ieby reducing toxicity associated with oaid drug ^ 

*t> i LiedLuuduL uf s - aid immune - mediated gaotrointootinal d isoidui g. 



( r^&L A method of optimizing therapeutic efficacy of 
treatment of a non-IBD autoimmune disease, comprising: 

(a) administering a drug providing 6-thioguanine to a 
subject having said non-IBD autoimmune disease; and 




Ining^r 1 

subject having said non-IBD autoimmune disease, 



(b) determining^^ level of 6-thioguanine in said 



wherein^ level of 6-thioguanine less than about 230 
pmol per 8xl0 8 red blood cells indicates a need to increase the 
amount of 6-mercaptopurine drug subsequently administered to said 
subject and 

y wherein^ level of 6-thioguanine greater than about 400 

pmol per 8xl0 8 red blood cells indicates a need to decrease the 
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amount of 6-mercaptopurine drug subsequently administered to said 
subject. 




c ^2^ ~ A method of optimizing therapeutic efficacy and 
reducing toxicity associated with treatment of an immune-mediated 
gastrointestinal disorder, comprising : 

(a) administering a drug providing 6-thioguanine to a 
subject having said immune-mediated gastrointestinal disorder; 

o 

\ (b) determining^^ level of 6-thioguanine in said 

subject having said immune-mediated gastrointestinal disorder; 
and 

V (c) determining^^ level of 6-methyl-mercaptopurine in 

said subject having said immune-mediated gastrointestinal 
disorder, 

T( wherein^ level of 6-thioguanine less than about 230 

pmol per 8xl0 8 red blood cells indicates a need to increase the 
amount of said drug subsequently administered to said subject, 
H s hor o by incroacing th e rap e utic officacsy ^ and 

\J wherein^f level of 6-thioguanine greater than about 400 

pmol per 8xl0 8 red blood cells or a level of 

6-methyl-mercaptopurine greater than about 7000 pmol per 8xl0 8 
red blood cells indicates a need to decrease the amount of said 
drug subsequently administered to said sub j ect^ - ^ bhercby reducin g 



• 
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'|f LUXiuiLy associated with said drug trfiatmpnt of aai c / ^ 
*1 t^^lnu aun e-me dlaLed yd^trointcotinal dieordor . 



^-2". A method of optimizing/ therapeutic efficacy of 
treatment of a non-IBD autoimmune disease, comprising: 

(a) administering a drug/providing 6-thioguanine to a 
subject having said non-IBD autoirttnune disease; 

(b) determining a leverl of 6-thioguanine in said 
subject having said non-IBD auyoiramune disease; and 

(c) determining a J^vel of 6-methyl-mercaptopurine in 
said subject having said nonZ-IBD autoimmune disease, 

wherein a level ®f 6-thioguanine less than about 
230 pmol per 8xl0 8 red i)Jl*Qpd cells indicates a need to increase 
the amount of said drug subsequently administered to said subject 
and 




wherein a le^el of 6-thioguanine greater than about 400 
pmol per 8xl0 8 red bload cells or a level of 

6-methyl-mercaptopuriffle greater than about 7000 pmol per 8xl0 8 
red blood cells indicates a need to decrease the amount of said 
drug subsequently administered to said subject, thereby reducing 
toxicity associated/with said drug treatment of said 
non-IBD autoimmune /disease . 
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Please add the following new claims: 



(New) A method of optimizing therapeutic efficacy 
and reducing toxicity associated with treatment of an 
immune -mediated gastrointestinal disorder, comprising : 

(a) administering a drug selected from the group 
consisting of 6-mercaptopurine, azathioprine, 6-thioguanine, and 
6-methylmercaptoriboside to a subject having said immune-mediated 
gastrointestinal disorder; and 

(b) determining^ level of 6-thioguanine or 
6-methyl-mercaptopurine in said subject having said 

, n immune-mediated gastrointestinal disorder; 

^ wherein^ level of 6-thioguanine less than about 

230 pmol per 8xl0 8 red blood cells indicates a need to increase 
the amount of said drug subsequently administered to said 

^ subject, thereby incroaoing therapeutic efficacy^ and 

V wherein. -ar level of 6-thioguanine greater than about 

400 pmol per 8xl0 8 red blood cells or a level of 
6-methyl-mercaptopurine greater than about 7000 pmol per 8xl0 8 
red blood cells indicates a need to decrease the amount of said 



si 



drug subsequently administered to said sub j ect ^ t - her e by r e ducing - 
-b ttxic jrfc y aooociatod with said drug treatment of said ^ 
£ immune - mediated gaotrointootinal dioordor «. 
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(New) The method of claim ^ f wherein said drug 
is 6-mercaptopurine . 

*p yerf . (New) The method of claim jj^, wherein said drug 
is azathioprine . 

hK <& 

' 5% . (New) The method of claim ^5, wherein said 
immune-mediated gastrointestinal disorder is inflammatory bowel 
disease (IBD) . 

u\ $ 

w (New) The method of claim ^ , wherein said 

subject having IBD is a pediatric subject. 

* GO . (New) The method of claim 5o, wherein said 
immune-mediated gastrointestinal disorder is selected from the 
group consisting of lymphocytic colitis, microscopic colitis, 
collagenous colitis, autoimmune enteropathy, allergic 
gastrointestinal disease and eosinophilic gastrointestinal 
disease. 

I&l. (New) The method of claim 5t$ , wherein said level 
of 6-thioguanine and said level of 6-methyl-mercaptopurine each 
is determined in red blood cells. 

it f 

&2 . (New) The method of claim 63:, wherein said level 
is determined using high pressure liquid chromatography. 
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Jfe. (New) The method of claim .§6, wherein said 
toxicity associated with said drug treatment is selected from the 
group consisting of hepatic toxicity and hematologic toxicity. 



(New) A method of optimizing therapeutic efficacy 
and reducing toxicity associated with treatment of an 
immune-mediated gastrointestinal disorder, comprising : 

(a) determining & level of 6-thioguanine or 
6-methyl-mercaptopurine in a subject administered a drug selected 
from the group consisting of 6-mercaptopurine, azathioprine, 
6-thioguanine, and 6-methylmercaptoriboside, said subject having 
i said immune-mediated gastrointestinal disorder; 

V wherein &f level of 6-thioguanine less than about 

230 pmol per 8xl0 8 red blood cells indicates a need to increase 
the/ amount of said drug subsequently administered to said 
^ subject, ■ thereby increasing th e rap e utic efficacy - ^ and 

\) wherein jZ level of 6-thioguanine greater than about 

400 pmol per 8xl0 8 red blood cells or a level of 
6-methyl-mercaptopurine greater than about 7000 pmol per 8xl0 8 
red blood cells indicates a need to decrease the amount of said 

d 

drug subsequently administered to said subject^* thereby reducing^ 

■ toxicity , associated with said drug tr e atment of oaid^ 

■ immune - mediated gastrointestinal dioordo ^. 

Hi t 

■^$5. (New) The method of claim &4, wherein said drug 
is 6-mercaptopurine . 




■1 
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&6. (New) The method of claim #4, wherein said drug 
is azathioprine . 



(New) The method of claim p4, wherein said 
immune-mediated gastrointestinal disorder is IBD. 

- (New) The method of claim ^Bf, wherein said 
subject having IBD is a pediatric subject. 

~s 65. (New) The method of claim M, wherein said 
immune-mediated gastrointestinal disorder is selected from the 
group consisting of lymphocytic colitis, microscopic colitis, 
collagenous colitis, autoimmune enteropathy, allergic 
gastrointestinal disease and eosinophilic gastrointestinal 



disease , 



5%. 



^Kf. (New) The method of clairn^f, wherein said level 
of 6-thioguanine and said level of 6-methyl-mercaptopurine each 
is determined in red blood cells. 

c ^^^ / (New) The method of claim jK^/ wherein said level 
is determined using high pressure liquid chromatography. 

^ (New) The method of claim wherein said 

toxicity associated with said drug treatment is selected from the 
group consisting of hepatic toxicity and hematologic toxicity. 



